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DETAILED ACTION 

Status of claims 

1. Claims 29-35 and 37-46 are pending of which, claims 29-34 and 38-46 are 
withdrawn from further consideration as being directed to a non-elected invention. 
See 37 CFR 1.142(b) and MPEP § 821.03 (see office action of 1/26/07 for 
withdrawal of non-elected invention). 

2. Therefore, claims 35 and 37 are examined on merits. 

Rejections Withdrawn 

3. Applicant's arguments, see p20, filed on March 11, 2009, with respect to the 

rejections under 35 U.S.C. 112, second paragraph have been fully considered and 
are persuasive. The rejection of claims 35 and 37 under 35 U.S.C. 112, second 
paragraph has been withdrawn in view of amended claim 35 in the reply filed on 
March 11, 2009. 

Claim Rejections - 35 USC §112 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. Claim 35 and 37 are again rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 
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The claim is directed to a method for therapy of a cancer in an animal comprising 
treating cultured cells of said cancer in vitro with a compound of formula 3-a to 
extinguish the cells, collecting sediment of said treated cultured cells and 
administering the sediment to said animal. 

Specification lacks clear correlation of inhibition of implanted cancer cell growth 
in animal by sediments of extinguished cancer cell culture produced only by 
treatment with Yoshixol or Yososhixol 7001. Specification also lacks written 
descriptive support for the enormous number of compounds encompassed by the 
compound of formula 3-a useful for therapy of cancer. 

As described in the specification, sediments of extinct cultured cancer cells after 
treatment with "Yoshixol" (i.e. the compound of claim 35 wherein all of Ra, R4, Rs 
and Rr are hydrogen ), when administered into a mice, is shown to slow down the 
growth of implanted cancer cells and thus improve survival time. As described in the 
specification, the composition (i.e. sediments of extinct cultured cells recovered after 
treatment of cancer cell in vitro with the compound of formula 3-a) is administered 
into a mice and then the mice is implanted with cancer cells to show inhibition of 
growth of the implanted cancer cells. The process as described above is 
immunotherapy of an animal with cancer cell components extincted with the 
compound of formula 3-a, for inhibition of cancer cell growth. However, The 
experiments are not conclusive because the control group in both the cases 
received cell free medium (see page 41, lines 1-3 of specification and in the affidavit 
filed 3/11/09), which is not a proper control for cell sediments of treated cancer cell 
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lines with Yoshixol or Yoshixol 7001. Specification does not have guidance about 
what components of the extincted cells, when injected into a mouse are responsible 
for inhibition of growth of implanted cancer cell. Sediments have not been 
fractionated to identify the compound responsible for this and it is not clear whether 
the component(s) in the sediment responsible for inhibition of growth of implanted 
cancer cells are produced only in Yoshixol or Yoshixol 7001 treated cells . Cell 
sediments (not treated with yoshixol), supernatant (or concentrated supernatant) of 
cancer cell culture (not treated with yoshixol) and sediments of cancer cell after 
apoptosis, may have the components responsible for inhibition of the growth of 
implanted cancer cells and which have not been used as a control in any of the 
experiments to rule out the involvement of non-treated cancer cell sediments or 
supernatant to clearly show that only cancer cell sediments that have been treated 
with Yoshixol or Yoshixol 7001 does have component(s), which when injected in a 
mice, provides inhibition of implanted cancer cell growth. From the experiments with 
the control (cell free medium), as disclosed in the specification, one of ordinary skill 
in the art can not conclude with certainty that only Yoshixol or Yoshixol 7001 treated 
cells provides inhibition of cancer cell growth in an immunized animal because 
sediments of cancer cell lysate, supernatant (concentrated) of cancer cell culture 
and cancer cell sediments after apoptosis, have not used as a control to show clear 
relationship of Yoshixol or Yoshixol 7001 treated cell and the immunotherapy. 

Further, the only compounds shown to inhibit the growth of implanted cancer 
cells in the specification is Yoshixol (wherein all the substitution group R 3 , R4, R5 
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and R6 are all hydrogen) and the compound Yoshixol 7001 (wherein substitution 
group R 3 , R4 are hydrogen and R 5 and R 6 forms a fused benzene ring) (as described 
in 1.132 decoration filed 6/18/08). However, the compound of formula 3-a, as 
claimed, encompasses a large number of structurally diverse compounds 
substantially divergent, structurally and functionally from Yoshixol or Yoshixol 7001, 
when substituted with enormous number of structurally divergent substitution 
groups. Specification does not provide any clear guidance as to what core 
component of the compounds is actually having activity responsible for the intended 
function (i.e. extinction of cancer cells wherein the extincted cell sediments can be 
used to inject mice to inhibit implanted cancer cell growth). Only example in the 
specification that provides inhibition of cancer cell growth is with Yoshixol treated 
sediments of cancer cell, wherein all the substitution group R 3 , R4, R5 and R 6 are 
hydrogen and the substitution group hydrogen is not a representative of all the 
structurally diverse substitution group as claimed because functional groups 
alkylene, alkoxy, polycyclic hydrocarbon, naphthalene, azulene, haptalene, 
pentalene, thiophene, pyrrole, Y-pyran, Y-thiopyran, thiozole, imidazole, pyrimidine, 
indole or quinoline groups are diverse with respect to structure and chemical 
reactivity and specification does not provide any guidance as to what functional 
groups would be a representative of substitution group hydrogen having similar 
reactivity. Similarly, in the compound Yoshixol 7001 , substitution group hydrogen (R 3 
and R4) and aryl group (R 5 and Re) are not representative of the entire structurally 
divergent substitution groups as claimed because they posses different chemical 
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reactivity and specification does not establish a representative functional groups or a 
representative core structure that would represent a closely related structural 
compound(s) with similar properties representative of Yoshixol. 

Therefore, an artisan in the art would not be able to practice full scope of the 
invention because an undue experimentation will be required to judge suitability of 
the representative compounds encompassed by formula 3-a useful for treatment of 
cancer. Undue experimentation would be required to practice the invention as 
claimed due to the quantity of experimentation necessary; limited amount of 
guidance and limited number of working examples in the specification; nature of the 
invention; state of the prior art; relative skill level of those in the art; predictability or 
unpredictability in the art; and breadth of the claims. In re Wands, 8 USPQ2d 1400, 
1404 (Fed. Cir. 1988). 

Response to argument 

6. Applicant's arguments, amendments and affidavit filed 3/11/09 have been fully 
considered and are persuasive to overcome the rejections under 35 USC 112, 
second paragraph. However, the Applicants' amendments, arguments and affidavit 
are not persuasive to overcome all the issues of the rejection under 35 USC 112, 
first paragraph mailed 10/8/08. 

Applicants argued that by the amendment to claim 35, the compound of Formula 
3-a is restricted to Yoshixol or a polycyclic compound yoshixol-2001 , which the 
Applicant has already demonstrated to have a therapeuric effect on cancer, and to 
compounds having a structure reasonable similar thereto and in view of the 



Application/Control Number: 10/786,369 Page 7 

Art Unit: 1641 

strucrtural similarity of the compounds, applicants submit that a person of ordinary 
skill in the art would expect the compounds to exhibit similar effects and that, 
therefore, amended claim 35 is properly supported by the data for Yoshixol and 
Yoshixol-7001 . 

Applicants' arguments have been fully considered but are not persuasive 
because the Examiner maintains that the compound of formula 3-a, as claimed , 
encompasses a large number of structurally diverse compounds substantially 
divergent, structurally and functionally from Yoshixol or Yoshixol 7001, when 
substituted with enormous number of structurally divergent substitution groups. 
Specification does not provide any clear guidance as to what core component of the 
compounds is actually having activity responsible for the intended function. Only 
example in the specification that provides inhibition of cancer cell growth is with 
Yoshixol treated sediments of cancer cell, wherein all the substitution group R3, R4, 
R 5 and R 6 are hydrogen and the substitution group hydrogen is not a representative 
of all the structurally diverse substitution group as claimed because functional 
groups alkylene, alkoxy, polycyclic hydrocarbon, naphthalene, azulene, haptalene, 
pentalene, thiophene, pyrrole, Y-pyran, Y-thiopyran, thiozole, imidazole, pyrimidine, 
indole or quinoline groups are diverse with respect to structure and chemical 
reactivity and specification does not provide any guidance as to what functional 
groups would be a representative of substitution group hydrogen having similar 
reactivity. Similarly, for the compound Yoshixol 7001, fused benzene substitution 
group (R 5 and R 6 ) are not representative of the structurally divergent substitution 
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groups such as polycyclic hydrocarbon, naphthalene, azulene, haptalene, pentalene, 
thiophene, pyrrole, Y-pyran, Y-thiopyran, thiozole, imidazole, pyrimidine, indole or 
quinoline as claimed because they posses different structure and are divergent with 
respect to chemical reactivity and specification does not establish a representative 
functional groups or a representative core structure that would represent a closely 
related structural compound(s) with similar properties representative of Yoshixol or 
Yoshixol-7001 . 

Further, with regard to rejection for proper control group for culture cell sediments 
(see rejection of 10/8/08 and paragraph 5 of this office action), the data in the 
specification is deficient in correlating inhibition of implanted cancer cell growth in an 
animal by sediments of extinguished cancer cell culture produced only by treatment 
with Yoshixol or Yososhixol 7001. That is the data in the specification and the 
experiments in the affidavit filed 3/1 1/09 failed to clearly establish that cell sediments 
produced only by Yoshixol or Yoshixol-7001 treated cells provides inhibition of 
cancer cell growth implanted in an animal because proper cell sediment control(s) 
have not been used and Applicants failed to address this issues. As described in the 
specification, sediments of extinct cultured cancer cells after treatment with 
"Yoshixol" (i.e. the compound of claim 35 wherein all of Rs, R4, R5 and R r are 
hydrogen ), when administered into a mice, is shown to slow down the growth of 
implanted cancer cells and thus improve survival time. As described in the 
specification, the composition (i.e. sediments of extinct cultured cells recovered after 
treatment of cancer cell in vitro with the compound of formula 3-a) is administered 
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into a mice and then the mice is implanted with cancer cells to show inhibition of 
growth of the implanted cancer cells. The process as described above is 
immunotherapy of an animal with cancer cell components extincted with the 
compound of formula 3-a, for inhibition of cancer cell growth. However, The 
experiments are not conclusive because the control group in both the cases 
received cell free medium (see page 41 , lines 1-3 of specification and in the affidavit 
filed 3/11/09), which is not a proper control for cell sediments of treated cancer cell 
lines with Yoshixol or Yoshixol 7001. Specification does not have guidance about 
what components of the extincted cells, when injected into a mouse are responsible 
for inhibition of growth of implanted cancer cell. Sediments have not been 
fractionated to identify the compound responsible for this and it is not clear whether 
the component(s) in the sediment responsible for inhibition of growth of implanted 
cancer cells are produced only in Yoshixol or Yoshixol 7001 treated cells . Cell 
sediments (not treated with yoshixol), supernatant (or concentrated supernatant) of 
cancer cell culture (not treated with yoshixol) and sediments of cancer cell after 
apoptosis. may have the components responsible for inhibition of the growth of 
implanted cancer cells and which have not been used as a control in any of the 
experiments to rule out the involvement of non-treated cancer cell sediments or 
supernatant to clearly show that only cancer cell sediments that have been treated 
with Yoshixol or Yoshixol 7001 does have component(s), which when injected in a 
mice, provides inhibition of implanted cancer cell growth. From the experiments with 
the control (cell free medium), as disclosed in the specification, one of ordinary skill 
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in the art can not conclude with certainty that only Yoshixol or Yoshixol 7001 treated 
cells provides inhibition of cancer cell growth in an immunized animal because 
sediments of cancer cell lysate, supernatant (concentrated) of cancer cell culture 
and cancer cell sediments after apoptosis, have not used as a control to show clear 
relationship of Yoshixol or Yoshixol 7001 treated cell and the immunotherapy. 
Conclusion 

7. The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 

Bystryn (US 5030621, US 5635188, US 6338853 and US 5194384) discloses 
supernatant of cancer cell culture to immunize a patient in the treatment of cancer. 

McCollester (US 4,720,386) discloses disrupted cancer cell material as 
immunogenic component for immunization for regression of cancer through 
stimulation of patient's immune response . 

8. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and 
any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing 
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date of the advisory action. In no event, however, will the statutory period for reply 
expire later than SIX MONTHS from the date of this final action. 

If Applicants should amend the claims, a complete and responsive reply will 
clearly identify where support can be found in the disclosure for each amendment. 
Applicant should point to the page and line numbers of the application corresponding 
to each amendment, and provide any statements that might help to identify support 
for the claimed invention (e.g., if the amendment is not supported in ipsis verbis, 
clarification on the record may be helpful). Should Applicants present new claims, 
Applicants should clearly identify where support can be found in the disclosure. 
9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shafiqul Haq whose telephone number is 571-272- 
6103. The examiner can normally be reached on 7:30AM-4 :00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mark L. Shibuya can be reached on 571-272-0806. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http://pair-direct.uspto.gov. 
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Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/Shafiqul Haq/ 

Primary Examiner, Art Unit 1641 



